PFS NO=92347480 CC=JP 



1/1 ^— V 



PFS NO=92347480 CC=JP 



pc 



DN : JP A2 5320127 (1993/12/03) 

FAMILY MEMBERS 
CC PUBDAT KD DOC. NO. CC PR. DAT YY 
JP 1993/12/03 A2 5320127 JP 1992/12/28 92 
EP 1993/09/29 A1 562497 



DC : CH DE FR GB IT LI NL 



562497 



+ EP 1993/09/29 A1 
+ DC : CH DE FR GB IT LI NL 
+JP 1993/12/03 A2 5320127 



PR. NO. 
347480 



JP 1992/03/27 92 71007 



SI IP _ 2 

52 P 1 

53 U 0 



http://vvww.online.patolis.cojp/patolis/wbpcgi/P3/PFS?PFS=PFS+NO%3D92347480+CC%3DJP&T„. 02/08/01 



(i9)B;*®ffiWr (JP) 



(5!)Inta* 
C 0 7 C 401/00 
A 6 1 K 31/59 



02) £t 



# it & m ^) 



AB J 
ADF 



8619-4H 
9360-4C 



F I 



#^¥5-320127 

(43)&B3B 5 ^{1993)123 3 B 



©DftSg^t ^11^4-347480 


(71)iUI^ 


000226998 






(22)£JSB ¥JS 4 ^(1992)12^288 




^»**EB*S/h^I19#12^ 




(72)£B^ 




(31)tg5fcfi3^#^ ^¥4-71007 




SffiRJ 1 l&rfi£te5024#W42 


(32)@5fcB ¥4(1992)3^278 


(72)!£B8# 


maj H— 


(33)il$tf£±^@ B*(JP) 




*3aftABS:^«r»*.& 2TB23#16^ 




(72)$6»5« 


±m m 

mm.mA®m*m&r & 2 t B23#i6*t 




(72)3£93# 


i^mm&Eimis 3 t @ 3 # 3 ^ 




(72)3£9§# 






(74)f^mA 





(54) SttSlt:* * >DRW* 



(57) [^&] 

imm) **9Btt^c!>st ( 1 ) fttf (11) 



* Mtl ] 




[gft] *tt£453i* (2 2E) -5,7 t 2 2-x;Uri 



(I) :R,=Me, R»=H 

(II) :Ri = H, Ri=Me 



(2) 



^P3¥ 5-320 1 27 




HO 



OH 



imm2] 5$(i>scMn> 



R i Rz 




HO 



OH 



(I) :R, = CH 3 , R 2 =H 

(II) : R, = H. R,= CH, 



(I) :Ri = CH 3 . R 2 =H 

(II) : R, = H. R,= CH, 



[JHKDttll&ttV!] 

[000 1 ] 30 

, ((24R)-ZZ,23-^bFo-lo-tFn+-> 
t£5>D,) &CM a-tFO+->Mi>D, ((2 
4S) - 2 2,2 3-^t Fn- 1 a-tFO+i'W 

5>dj . -e-n^cDiyg^rffi^iyftc^tiecDiosfc 

[0002] 

[«£*©885] 5^©^* 5>D§§3l*»*>-e&* 1 40 



A©nrt® iR&trea^©* * 9 awsuiro^s 

[0003] rS&ilfcr* 3 >D, £Ps]g&X«* 
ftjy±©#s3t#fftfj£?ru *>oi?fpffls^iltt©J; 

^©ifeJlrSfete^r^fc. 

[0004] *©JSH. ycSC (A)XB (B) 
Ufc3] 



(3) 



8UPF5-320 127 



R i Rj 




OH 



HO 



OH 



-CfjkStl*, (24R) -SO} (24S) -22.23- 

*sfi< . fcisip-^rSftSbS 5 > D, t P!gS©#S9: 
gftBHr^-rfcti^Jt^tBUc (Biochira. Biophys. 
Acta., ion, 188(1991)#fiS) . *l/CC<Dft£*©» 

ammmfwm^b. jiieuo* <a) xbss 

(B) ©tt-£«Jt£fcWS2 5-£©t Ka*-»US*** 
^•CgJftS^-Cl^lfc^ *<ttofela-fcFO*a' 
t-# = >D,RtM cr-t FP*~>f $5>D.SiCftS 

R i Rz 



(A) : Ri=Me. R,= H 

(B) : Ri = H, R, = Me 



20 



: [0005] 

©£j£^©l3^#**?>tt-Cl>5. 
[0006] 

0 s (II) 
Ht4) 



HO OH 

F P *f f * = > D . *S££3fc©?Stt38 £ 4» 5 >DgiS# 

[0007] Tfcfe*>. #2SB«:-t£Lfc5!t ( 1 ) Rtf 

s (id -c^sniSraft^a-c^i a-t f 0 *^ 

f*5>D,&tf la-t Fn*S'ir*5>D.K:Wr 
[0008] *fc£ffci?Btt. -LIBbfc:* ( I ) Rtf* 

(id rwsn*i a-bFa*j/K*5>D,acfi 



(I) : R,=Me. R* = H 

(II) : Ri = H, R 2 =Me 



[0009] Etc*fc#iy?Jtt. jjBbfcss; ( i ) mf 

SC(II) -tSiStiil o-tFn*I/li*5>D,aDf 
la-t Fn+^b-^^D.OloSfcBWf*^ 

[0 0 1 0] *2SSi©5$ ( i ) Rtfss <n) -&*sti& 

1 a-bFO*5vtr^5>D,SCfl a-fcFO+^k* 

[00 11] Tfcfc^v *^«c«tn«. £ (HI) 
Ut5] 



5 



(4) 



1$P3¥ 5-320127 
6 




(III) 



Ph 



VtjkZtxZ (22E) -5.7.2 2-x;l,:J;*4iH/x *U 2;t>Ti§<E>tlfc2 2{i©7;l/rfc F£N a BH.r 

>- 3 (3 -*-JKD5 ,7 -vx>a*M -7x^1-- jljnbTS; (IV) 

1 ,2,4-h')7V<JZ/-3,5-i>*> («T rPT [ft6] 

ADj imsf***) rMS2ft/dt£&£:t , ./>K{fc * 




Ph 



r^S*l*2 2-3-K{t£«J CY. Tachibana, Bull. ★ [0 0 1 2] 
Chen. Soc. 3pn., 62 , 3132(1989*P)#J8 ) *BuL i [<t8] 
^ffll^cSS^ftT-CSC (VI) Xtt (VII) *40 




(VI) : R,=Me, R 2 =H 

(VII) : R, = H, R 2 =Me 



v7jkztizzb*y®m#±m&LX3X. (viid x« [<t9 ) 

(IX) 




8IFF5-3 20 1 2 7 



(VIII) : Ri=Me, R Z =H 

(IX) : R, = H. R 2 =Me 



■CTjkZtlZitGtotV. #KC©«:£U}®3 /3ft<Dfc F (X) XB (XI) 

a+->^2©«aa© t - zmwjt y ji/S^ p [ft i o ] 

R, R t 



S0 2 Ph 




N— N 



(X) :Ri = Me, R 2 =H 

(XI) :R, = H. R 2 =Me 



Ph 



■CjRSh42?*-JMt£«±l'. *E2 3ttOT*i* * [00 13] 

(xii) x« (xiii) * 

R i Rj 



HO 




-N— N 



(XII) : R,=Me. R 2 =H 

(XIII) : Ri = H. R 2 =Me 



Ph 



■C^3n^b^M>5 .7 -yiXHBtL i A 1 H. 40*X« (XV) 
XBMe,SO-K,CO,»«BU"CI»L"C* (XIV) * Hkl 2 J 

Ri R» 




(XIV) :R, = Me, R 2 =H 

(XV) : R,=H. R 2 =Me 



HO 



(6) 



¥5-3 20 1 



10 



(xvi) X« (xvii) 
[00 14] 



* lit I 3] 




(XVI) : R,=Me, R 2 = H 

(XVII) : Ri = H, R 2~Me 



HO 



R i R 2 



MeO 




(XVIII) : R,=Me, R 2 =H 

(XIX) : R,=H. R 2 =Me 



V7jk3tlZistat:5iS.yDit-&yiZSe0 1 - t -B ★ [00 1 5) 

*Mtu &6nfc5£ (xx) x\t (xxi) ★ 




(XX) : R,=Me. R t = H 

(XXI) : R, = H. R i=Me 



OH 



~cm2t\Zit&V9£8tWX!&mL-&K (XXII) Xit (XX Ut 1 6 ] 

III) 



(7) 



5-320127 




AcO 



OH 
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ZffifcftMLX*mW<D±=&t ( I ) XVX (n) ©1 a 

[0016] (III) <Ob ,7 - 

^x>gtf#4 -7x-)l- 1 ,2 ,4- hUT > / , J>- 
3 t S-i/t>V&mZMc <22E) -5,7,22- 
x^n"^^ h ') J->-3&-*-)V<D3$&<Dt FP + 



(XXII) : Ri = Me, R 2 = H 

(XXIII) : R, = H, R 2 = Me 



* [0017] xmivmiztitt (vi) x\z (vn) 

snsJ:^^ (xxiv) X« (xxv) Vjj%Zti&AJ\>* 

XM-;^a7Y FiMHtTsS (x*tf) Xt* (xm 
I) T^J?tt£*l^>i$^f*<*:U cn^SMWtC 

4-29327 ^#M) * 
[00 18] 
Utl 7] 

-A I 



PhS 



R. Kz 



CH,S0 2 C1 



PhS 



Ri R» 



(XXIV) : R,= CH„ R»=H 

(XXV) : Ri=H, Ri=CH 3 



(XXVI) : R, = CH 3 , R 8 =H 

(XXVII) : Ri-H, R 2 -CHj 



H 2 /Pd-C 

> (VI) Xli (VII) 



[00 1 9]#2£W>iS (m) T^3ft&22-3- TO**-AIIlcWitfr*. 
F#£ffl&JS3U ( I ) XI* (II) [0020] 



13 



(8) 




^¥5-320 1 27 
14 



OH 



(IT) 



1) TsCI/Py 

> 

2) N a I 



+ SiO 



<T N x 0 
Ph 



(VI) : R i = Me, R 2 -H 

(VII) : R i= H, R t = Me 



B u L 



R. Ri 




1) p-TsOH 

2) 5%Na-Hg 



(VIII) : R i = Me. R i = H 

(IX) : Ri=H, R 2 = Me 



Ri Ri 




HO 



(X) :R» = Me, R»=H. X = SO t Ph 

(XI) :R, = H, R 2 = Me, X = SOrPh 
aiI):R» = Me; R,-H, X = H 
(Iiri) : R, = H. R 2 -Me, X-H 



Ph 



[002 1] 



15 



(9) 

JX+-AII 



^^5-320 1 2 7 
16 



R i Rj 



Li A1H 4 




HO 



MeO 



MeO 



(XIV) : R i - Me, R?= H 
(XY) : R, = H. R 2 = Me 



1) hi/ 

2) A 



Ri R2 




(XVI) : R 1 — Me, R,-H 

(XVII) : R, = H, R z = Me 



1) TsCl/Py 



2) NaHC0 3 /MeOH 




SeO t /t- BuUOH 

(XVIII) : R,- Me. R 2 =H > 

(XIX) : R, = H, R 2 = Me 



R 1 R * 



Ri Rt 




AcOH 



(XX) : Ri = Me, R*=II 

(XXI) : R 1 = H. R, = Me 



AcO 




OH 



KOH 



E tO H 



(I)*fcli(II) 



[002 2]*iEW<Wfc^«l. t^la-fcFOf 
S > D 7 *$J;Cf 1 a - t FP^tf* 5 >D*«, 

[0023] la-kF D*t/bT £ 5 > D 7 S 



(XXII) : R 1 - Me, R» = H 
(Mill) : R, = II, Rf = Me 



[0 02 4] fiaMt»£LTML W*liT^3JH^> 
50 «*^SC£jWfr*LU. 



(10) 

17 

[0025 ] 5 *EH5«* /ctiilfttt 

-;k h7i/^7>h. 77^7^ CMCS/eti^'J 

[oo27] c®mmi\ttm<oftmmtfmi 3-20 

So 

[0028 ] C <DSS«tt t H* L < tt#fi«J?»!S<Dfe 
<D£LT*23*i*j&*. SSfilcii0.1-3 0a(i » 
£0<te0.5-5;ic#)la-t Fn*vtr£S>D, 
*fcttl a-t Fn*2/tf*5>DJt£«8#*S3*l 

[0029] m&*mi<o<temmim&Mi&vi<DM 30 
[0030] *(W©««awsi!tt:afco-ctt. ** 

'il/ttt. *Htt. ***Mk 3->tt. £RE£& T 
Ffc£<D£j£F y^'J-b"J F\ ^';feD>*^Xf7V 

F. #y-fe<l>*y^«>i/-k ^u-fe»j>^^ou- 
*>ns. 

[0032 ] Ttttofc, C©R»aSBft*C*i*T 



5-320127 

18 

[0033] £tcc<Dm#®j&mz, m<D&m±imtj: 
flcijma^^^^Att («AtfaM*^«jA, gin 

£>B,. tT£5>B 2 , ^a?>K75 F v A>Fx> 

[ 0 0 3 4 ] C <D««©fflJi!c«tt«ttffl0Eft©* *T, 

£tt tt»tt«4«»© fc© 4 trlttHtt S c t **c 
«*&tc 1*0.0 1-5 0 <i a «*L<»0 .0 5 

ns* 

[0 03 5] C©<fc5fcLT»?>fcfc«fflW\ f£A<DM 
^K2tLT 1 B^/cOO .1 -3 0ufl©*a£fc£J:5 

[0036] 

fti^S>D saH*K ttB L r J: 0 XI >#»a»ffiflB 
#8«32ttS. 
[0037] 

[0038] HffiW 1 

1 a-t Fn**^*5>D, ( 1) <D£f& 

(1) (24R) -5« ( 8a-(4-7x^l/-l , 

2-^^^/tJ) - 6 ~xjl/r/^r>~ 3 (xi 

I) 

(3S) -2 t 3-S?>^^JP7*xjU^*> (V 
I) 7.4g*Jfc*THF5 0m1fc»JBa-2 0T;K:»tP 
Ul .6 5«Sn-^^y^r>A2 0nltaTb IB 
IBiK&Lfc. 1 ,3-^^-2-^ $#*JVtsS> 
15raV£tO*. 22-3- F-5a,8 a- (4-7* 
x;l/-l ,2-^^yn) -2 3,2 4-^yJb-6-n 
U>-3/3-^--;l/3- t -:/^l/*/^*\^S/»jjl/x- 
Tfr (V) 1 8 .2 g©«l*THF*«t8rFUSa'C 

2«Hs*ss*fc. sieacctt^kT^-^A** 

«gttfft*»«rB*LattflS» (Yin) 8 .6 
9fc. C*l*^*^-JW-*PO*^A (5:3) 8 0 
0ml«C»WUp ~ F;Wx>^*>Bt-7KWtt0 .5 g 

*iaiisarittB«#bfc. ^®^«j^A^*a^±?a 



(11) 

19 

XJl/*^* (X) 18.7g^fl/c e 2 3-7^x^ 
>OU*J^M* 1 8 . 7 g *J $ J -Jl> 5 0 0 raUCigjg 
U >8*fZt h A 1 0 gM5%t h V •) A 
T *^#A 1 0 0 g ^JfjQA^rJWt(//c 0 1 7 f$fS8 

a^£^y#^^ATfggL^jt^ (xri) 9. 
5 g £t#/c 0 

[0039] WR SCCDCI,) : 0.7Gr~0.Sl(9H, m). 0.84 10 
(3H, d, 3=6.9HzX 0.93(3H, d f 3=6.8HzX 0.96(3H, 
sX 2.33(1H, mX 2.50(1H, roX 3.16(1H, dd, 3=13.6 
*>J;tf3.9Hz)> 4.44(1H, n»X 6.23*5 <fctf6.40(2H, ABq, 

3=8.3HzX 7.3fr^7.46(5H, mX 

[0040] (2) (24R) 
^x>- 3 £ - (XIV) 

TjcJ^it , J^')ATiH- l )A2 g £r&t?RT H F 120ra 

(24R) -5a, 8a- (4-7x~Jl>- 
1 ,2-»)7VP) - 6 -x;l, rf^r>- 3/3 
(XII) 9 .5g£i&*THF I 2 OBlOfi^ftiSrF 20 

m (XIV) 5.7g *»fc. 
[0 04 1 ] SI'S: 1 6 5' 
NuR S(CDCI,): 0.62(3H, sX 0.78(3H, d, 3=6.8HzX 
0.80(3H, d, 3=6.8HzX 0.85(3H, d, }=6.9HzX 0.93(3 
H, d, 3=6.9HzX 0.96(3H, s), 3.64(1H, n»X5.39(lH, 
n»X 5.57(1H, m) 

ym^mm (c.H^oitr) 30 
mmm c 84.40% hi 1.69% 

W&m C 84.36% H 1 1.63% 
[0042]' (3) b*5>D, ixa) 
(2 4R) -5 ,7-x;U3X^^x>-3/3-^-JU 
(XIV) 5 g^THF 1 V v I-JWCjfflRU 7^^>Sl 

tUMS^m^y^ (->2/*UM-4 5 2) tl« 

b£s>D 7 1 .5g<b5 ,7-^x>{*2 g£#»U 

fc. EiRL/cB ( 7-5/x>2Kt*H«ec*JBI**tfr> 40 

2 mn»ugtt£3 j&fc. *H»ttf y av^n^ 

[0043]»*R^ (CDCIO : 0.54(3H, s). 0.77(3H, 
d, 3=6.3HzX O.80(3H, d, 3=6.9HzX 0.85(31, d, 3= 
6.9Hz), 0.91(3H f d, )=5.9HzX 2.57(lH t dd, 3=12. 7H 
Z*S<ttf3.5HzX 2.82(1H, n>X 3.95(1H, roX 4.82(lH f 
d, J=2.5HzX 5.05(1H. sX 6.03fc<fct/6.23(2H, ABq, 
3=13. 2Hz) 

[0044] (4) l-tFP^>-3,5-^P 50 



*SHPF5-3 20.1 2 7 
20 

t*£ = >D 7 (XX) 

b£^>D 7 (xvi) 1 .6 5g*b'»J>>>5QmlH:j8JB 
USftp- hJl/X>^;l/*xjl/5 .Og?:lIliT 1 7B$ 

0fflh^7W*2.0g£t#?c o tflh^M^.Ogfcy* 
1 0 OmifcSJBLKK**:*- F^A9g 

/7^Arfg^ly3,5-^^Pb^^>D, (XVIIl) 1 . 
4 4g£f§/c, &{tJ?-U>4 5ra1fc^&{t-feU>0. 
27gM3.0M t-^hKP^**^F© 
2 ,2 ,4 - h 'J y?-Jl/^>^>««2 .7ml*JD* 1* 
HHWtLfc. .44 g(DS{t>^U> 

^ssftiA. i BsnaBtu i o %&mt* h y -> a* 

Uf«Mt£*J0 . 6 2 g *Sfc. 
[ 0 0 4 5 ] WR d (OX1, ) : 0. 53(3H, sX 0. 77(3H, 
d, 3=6. 3HzX 0.80(3H, d, 3-6. 9HzX 0.85(3H, d, 3= 
6.9Hz), 0.91(3H, d, 3=6.4HzX 2.26(1H, m)> 2.64(1 
H, m),3.26(3H, s). 4.19(1H, d, 3=9.2HzX 4.21(1H, 
br). 4.94(3H t d, 3=9. 3Hz), 5.17(1H, s). 5.24(1H, 
S) 

[0046] (5) 1 a- t FPtyfc'^ 5 >D, 3 
/S-T^X- h (XXII) 

1 -tFP + ^-3 ,5-->£7Pfc*£S>D, (XX) 0. 
6 2g^ftSl 0mlCC^«b5 5* tl 54MBSitS« 

fc. sjeasR^k^Fy^A^KttffSKx^r 

Sb^Mft^JO .2 7 g«»fc. C<D^^AffS-CB? 
^aa^tc 1 £ - b FP^>t^ S >D, 3 /3 -T-fe-?- 
h 5 OmqSCXSSffi^CC 1 a - t Fn*2/~ 5 ,6 - h 
^>*tr£*>D, 3 0-T-kf—H 0 Omtj^^a^ 

[0047] 1 a-b FO+^lfd'S >D 7 3/S-T-fe 
T-h 

WH 6*(aXH,) : 0.54(3H, s). 0.77(3H, d, 3=6.3HzX 
0.80(3H, d, 3=6.9HzX 0.85(3H, d, 3=6.9Hz), 0.91(3 
H, d, 3=5. 9Hz). 2.04(3H, s), 2.40(1H, dd.Jsl3.6Hz 
feir^6.3fz), 2.59(1H, dd, 3=13.7Hzi$J:^3.4HzX 
2.81(1H, dd, >=12.2Hzi><fctf 2.9Hz). 4.41(1H, br)> 
5.02(1H, S). 5.19(1H, m). 5.34(1H. S).6.02*5<tCf 6. 
34(2H, ABq, 3=11. 3Hz) 

[0048] 1 £-fc Fo4>b^^>D 7 30-T*z 

\m 5(aXl 3 ) : 0.53(3H, sX 0.77(3H, d, J=6.3HzX 
0.80(3H, d, 3=6.9Hz). 0.85(3H, d, 3=6.9Hz), 0.91(3 
H, d, J=6.3HzX 2.06(3H, s). 2.60(1H, dd,3=12.7Hr 
fc<fcC/3.9H2). 2 .82 (1H, m) v 4.18(1H, br). 4.98(1H, 
roX 5.01(1H, sX 5.36(1H, s), 6.00te<t^6.37(2H, A 



(12) 

21 

Bq, 3=11. 2Hz) 

[0049] 1 a- t Ho*^- 5 ,6 - h^>*tr£ 

WR $(CDC1 3 ): 0.55(3H, s). 0.78(3H, d, 3=6. 3H2), 
0.81(3H, d, 3=6.8HzX 0.86(3H, d, 3=6.3Hz) t 0.92C3 
H, d, 3=5. SHz). 2.04(3H, s) v 2.47(1H, dd,3=14.7Hz 
fcJ:tf6.9Hz), 2.59(1H, dd, 3=11.7Hz&<fc tf3.9Hz). 
2.85(1H, m). 4.49(1H, br). 4.99(1H, s). 5.13(1H, 
s). 5.25CW, m). 5.81*><*:t/6.57(2H, ABq, 3=11.2Hz) 
[0050] (6) la-tFP^^;>D 10 
, ( 1) 

1 a- t Fci + yt^^D; 3£-7-fe-r-h (XXI 

I) 0.27g(C10%xj?y-^KOH Sml^JDn* 

o.ssanam/fc. so«**K:aaf»»^^^Ti* 

L3HWt^«0 .2 2 ff*»/c. 
[00 5 1 ] Bj&1 7 4' (x-f3l/-^1f>) 
(a) 9 ,w +60.1* (c=0.K E tOH) 
WR S(CDC1 3 ): 0.54(3H, s). 0.77(3H, d, 3=6. 3Hz), 
0.80(3H, d, 3=6.3Hz), 0.85(3H, d, 3=6.9Hz) fc 0.91(3 20 
H, d, 3=6. 4Hz). 2.31(1H, dd, 3=l3.2rtz*5 £#6.3^2). 
2.59(lH f dd, 3=13.7HzfcJ;O f 3.4Hz), 2.81(1H, dd, 3 
^U.BHzteJrO^.OHz). 4.23(1H, m). 4.43(1H, m). 5.0 
1(1H, s). 5.33(1H, s). 6.02&<fcC/6.348(2H, ABq, 3= 
11.2Hz) 

MS m/z (fB*f&g. %) 415(tf+l, 31). 414(ltf, 10 

0) . 396(52). 378(27). 296(12). 287(38). 269(26). 2 
51(24). 174(55) 

[0052] nmm 

la-t FD + yb^$>D, (II) <D£f& 30 
(1) (2 4S) -5a,8a-(4-7x^l/- 1 , 
2-^^VP) -6 -x;l/zf^r>-3j3-^-;l/ (XI 
II) 

(3R) - 2 >3-isjt*ns7*Jby (v 

II) 1 3 .0g^M*THF50m3CcSi^-20 ,> C«: 
#£PL1 .6 5S£n-:/*3l/y^A2 5ml£8STb 
l'ISIH»#t,fc. 1 ,3-^^-2->f *3V'J^ 
y>22ro1?:JDA, 2 2 - 3- Y - 5 a , 8 a - ( 4 - 
y*~)l- 1 ,2-^^/n) -23 ,2 4-^^-6 
-3U>-3/3-*-3l/ 3-t -^f-^^^l/^'J 40 
3l/X-r3l/(V) 2 8.0^(D»7kTHF^«^jSTL 
^S-C2^faJSiT^1i5o ^«KMD£fbT>*:X^ 

&7krft^ £^SlES£3*Lffl4^ (ix) 26. 
7g*f9/c 0 Cftt^S^-Jlz-^ncisM/A (9 : 

1) 1 OOOraltCjgKLp- HI/X>*Jl/*>K— *« 
ttl .Ogtttl*-aatri»B«»Lfc. KM^'JOA 

2 3-7*x;UX;l/*x;l,{£ (XI) 2 4 . 3 g ?t 0 50 
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2 3- 7 *s-)\,X)l,&~)l&2 4 .3 g£y £>>-3l/5 
0 0»1CC«JBI/. »;>M*JRll^hy?A12.0gS 
0*5%^~ F 'J^ A7v3l/#A 1 0 0 g*JD*SS"C«# 

(XIII) 7 .6 3 

[00 5 3] hNR S(CDC1 3 ) : 0.76^0.82(9H, m), 0.85 
(3H, d, 3=6.8H2), 0.94(3H, d, 3=6. 4Hz). 0.97(3H, 
s), 2.34(1H, m), 2.51(1H, m)> 3.17(3)1, dd, 3=13.7 
&J;C/4.9Hz). 4.46(1H, m). 6.24 6.41(2H, AB 

q, 3=8. 5Hz). 7.30~7.45(5H,m) 

[0054 ] (2) (24S) -5,7-xJl/=f*2 
yx>- 3 /S - t-fr (XV) 

^ft'J^ATA/S-^Al .6 g£*&?KTHF 1 0 
OmllCR«U (24S) -5a, 8/3- (4-?*- 
31/ - 1 ,2 - £^Vn) - 6 -X3loXr->- 3 /6 
-31/ (XIII) 7 .6 3 g^jfekTHF 1 0 0 nTOiE'Stt 

a*fc£» <XV) 3.7 4*«Sfc. 
[00 5 5] BL£l 4 5* 

t*R S(CDCI 3 ): 0.62(3H, s) 4 0.78(3H, d, 3=6.6Hz) t 
0.79(3H, d, 3=6.8Hz). 0.86(3H, d, 3=6. 8Hz). 0.93- 
0.96C6H, ro), 3.63<1H, m). 5.38(1H, in), 5.57(1H. in) 
[0056] (3) tf£*>D« (XVIl) 
(2 4S) -5 ,7-X3Un*^^^x>-3<3-^-3l/ 
(XV) 3 .7 4 g^THF 1 y y F^CCfifKl/, T'l/=f 

-iL^STKIR^V^ (^^UM-452) ~C9 0^ 

1/^^5>D 4 0.9 8 gi5,7-yx>«:0.78g 
^gfO/c Q HftOfc5 f 7-^x>0.7 8g«Rltt(C 
*HSH*tTofc. ^Ut^^>D 4 ttx£y-3l/*g$t<t 
LfflRSl«T2BFHS*U. x5ry-3l/^g^b/c. H 
Stttt^i;*^*^ AT«»l/fiHft£»0 .6 2 g 

[00 5 7] f*« ^(CDa,):0.54(3H, s). 0.77(3H, 
d, 3=6.6HzX 0.78(3H, d, 3=6.8Hz) t 0.86(3H, d, 3= 
6.8HzX 0.92(3H, d, 3=6.1Hz) v 2.58(3H, m). 2.83(1 
H, m). 3. 95(131, m). 4.82(1H, m). 5.05(1H, m). 6.03 
4c5<fci^ 6.24(2H, ABq, >11.2Hz) 

[0058] (4) la-tFa+^5>D t 3 
i3-7^r- F (xxiii) 

t^S>D 4 (XVn) 0.6 2g^b'»J^>l OralKlgK 
Ltaftp- h3Ux>*3l/*^2 .OgilflK 1 7^ 

tffih^l/ftO .9gm. tifi/3l/f*:0 .9 *&jt& 

y-3n oomiicjeKLKBbkSR^hy^As g*jn^. 
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>^U^ATffii?U3,5-^Pt^$>D, (XIX) 
0.6 4 ztntc. ^b^^U>3 0rolCC-S{b-feU> 
0.18gRt*3.0M t -y^fc FP^M^^F 
©2 ,2 t 4 - F i ;y*;t^> .8ral£jl!xl 
^{R^l/^:. .6 4 gOtgjfcy^U 

X 0.75 BSB«#L, . 1 0 %im\t+ F U 

Ll-t Fn+^-3,5— >*atf*5>D« (xxi) 
0.3 8g£gfce CtiftlMl 0micjBiL5 5' *C 

, 3fl-T-fe^-F3 0mgRCf8«ffl»lCl a-tFO 

,6- F5>XfcT^^>D, 3/S-T^r^F 
8 Omq£#ST£C<b#-T£/Co 

[0059] ia-fcFD^e^^D, 3£-T-fer 20 
r-F (XXIII) 

MyR S(CDCI,): 0.54(3H, s). 0.78(3H f d, 3=6.4KzX 
0.79(3H, d, J=6.8HzX 0.86(3H, d, 3=6.8HzX 0.93(3 
H, d, J=6.4HzX 2.41(1H, dd, 3=13.7Hz*5 Jctf 6.4Hz). 

2.59(1H, dd, 3=14. 2Hz*J <fc 3.4Hz). 2.81(1H, m\ 
4.40(1H, n»X 5.02(1H, sX 5.21(1H, s). 5.35(1H, 
sX 6.03*>J:O f 6.34(2H, ABq, 3=11. 3Hz) 

[0060] 1 F'D*5/t*5>D4 3fl-T-fe 

r*-F 

£(0X1,): 0.53(3H, sX 0.78(3H, d, 3=6.8HzX 30 
0.79(3H, d, 3=6.8HzX 0.86(3H, d, 3=6.8HzX 0.92(3 
H, d, 3=5.9HzX 2.61(1H, mX 2.81(1H, ra).4.17(lH, 
m). 4.98(1H, m). 5.01(1H, s). 5.36(1H, s). 6.00*$ 
£C?6.38(2H, ABq, 3=11. 2Hz) 
[0 06 1 ] 1 a-tFP^>-5,6 - F^>*f£ 
5>D, 3/3-r-fer-F 

WR 5(0X71,): 0.54(3H, sX 0.78(3H, d, 3=6.8HzX 
0.79(3H, d, 3=6.8HzX 0.86(3H, d, 3=6.8HzX 0.93(3 
H, d, 3=5.9HzX 2.49(1H, dd, 3=14. 2Kz 7.3H 
zX 2.74(1H, m). 2.85(1H, m). 4.48(1H, mX 4.99(1 40 
H, s). 5.13(lH,sX 5.25(1H, in). 5.81 fcJ:^ 6.57(2 
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H, ABq, 3=11. 2Hz) 

[00621 (5) la-t F'P*^fcf£S>D 4 (I 
I) 

la-t Kn3->tr^>D 4 3/3-T-fer-F (XXII 
I) 0 .1 6gtCl 0%x^y-;I/ttKOH 5ml£flDA 

KLf^t^O .0 9 g *Sfc. 
[0063] 4 8— 1 4 9* (x-r^ — 
» 

Ca) 0 li ' +56.0 (c = 0.25. E t OH) 

S(CDC1 3 ): 0.54(3H, sX 0.78(3H, d, 3=6.8HzX 
0.79(3H, d, 3=6.8HzX 0.86(3H, d, 3=6.8HzX 0.92(3 
H, d, 3=6.4HzX 2.32(1H, dd f 3=13. 4Hzfc<fctf 6.5Hz). 

2.66(ltf, ro). 2.83(1H, ro). 4.23(1H, mX 4.43(1H, 
mX 5.01(1H, s). 5.33(1«, s). 6.02&J:tf6. 38(2H, A 
Bq, 3=11. 2Hz) 

US m/z(tl*t&g. %) 4l5(tf+l, 30X 414(M\ 10 
0). 396(61X 378(37). 326(16), 287(48). 269(43). 2 
51(31). 174(62) 

[0064] mmm 

C©^e»0ltiR3W>l a-t Fn^^tr^5>D,<htt 
tSlhtcm^. **W©1 a-t Fd^^t^S>D,45 
J:CX1 a-fc Fa^V^^^>D 4 ^U^#S*Sff 

[00651-Ttcto^ 0-/Xir-^^X^^F (9M 

^) icwmsmmm^m (ovx) 

(5 0/ffl) U/t. 
[0066] »^fRC/Sham^®ef©^ ^ F Kkteb t> 

^EI#0K^SMfcoti-C^#r^fo/i: (5? FiCWt 
JISt^Pl^iiDri .1 7%^3V^A^tfiim^J 

[0067] 
[*11 
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4t m (gg/i<g/B) m 



Sham 






8 


mm 







8 


la-OH 


-D 3 


0.02 


8 






n i 


o 
o 






0.5 


8 


la-OH 


-D 7 


0.5 


8 






2.5 


8 






12.5 


8 


la-OH 




0.5 


8 






2.5 


8 



[006 8 1HSW4 

la-hFn^>b^5>D 7 1 0 mg&tpOJIittiWt h l ) 
Wz^A F (MCT) 1 l J y hfrtcMx-XmftL. #J 
— <D&m*'mc. 10/ig/nil©lQ-tFo^yt^* 
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(ng/mm 3 ) 


(mg/d*) 


0. 651 ±0. 009 


10.8±0.2 


0. 539±0. 003 


10.4±0.1 


0.556+0. 005 


10.8+0.1 


0. 545 ±0. 007 


11.0+0.1 






0. 581 ±0. 004 


10.5±0.1 


0.585 ±0.007 


10.7±0.3 


0. 589 ±0. 004 


10.9±0.5 


0.576±0.006 


10.5+0.2 


0. 583 + 0. 003 


11.0±0.4 



a-tFO+'Vt'iii^D, 2 0 u s/mWrnXStt 



[f^SfiiiE*] 

[fi&BB] ¥BJ5^1^1 8 0 * [002 8] CCDS^fltt. JfS0<tt«e8^1Ot> 

[fi8iE*J&#3i«] W*ffl8 g. K {3:0^05.-1 0*i g©l a- tKa+-> 

[filiBM*Jia«l 0028 Kjf5>D,*fcttla-fcKci*i/tf*5>DJte«l 



[£UB] ¥l£5¥l£20B 
[^8f§IE 1 ] 
[JSI*t£§3l«] 93*B3 
CliiE^^B^] 00 19 

mm®) 



★ [0019] *¥tW<D3. (V) -C^g^S 2 2 - 3— F 

tt^m^jsifti ( i ) x\t (n) -cissns** 



[#«$£«] 

[fflttiB) ¥£5ip3£2B [0038] SttMl 

C#8fi§iEl) 1 a-t Fa*i/tr£5>D 7 ( I ) 

[tiiE*f&SS«) 93*83 (1) (24R)-5a.8o-(4-7*i*-l, 

[MiE»*ai«] 0 03 8 2-99*/P) -6-x*:***>-3 0-a|— *<XI 

[}*£;&&] £M I) 

[JffiErtS] (3S) -2 ,3-S/j*^^JI/7x-^X^*Xv 



(15) 
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I) 7.4g £fekT H F 5 0 ralSC 2 0 'C^iP 

15ral£ffl]*. 22-3- F-5 a f 8 a- (4-7x 
-;t>-l ,2-^^/P) -23,24-^^^-6-^ 
U>- 3 -*-Jl>3 - t -^jU^^i/y Jl/x- 
fvU (V) 1 8 .2 g(DM*THFS?S%STL^T 

f£^S^a*Uffl*/S«5 <VIII) 24 .8 g 
£i§/c. Ctl^^-^-^PP^VA (5:3)8 
0 OmVcmmUv- h^x>^;U^>^-7k?ff&0.5 



XiU*x^» (X) 1 8.7gm 2 3-7^;l/ 
*;l,*-;M$l 8 .7 g*;** 5 0 OnltCtSftf 

T-?)irt2± i o o z&mz.muvmftLtc„ 1 7 b$h& 

jig t tolciR«R# ^ * y - & jM P 
S«*^V^y^^Ar«tll/*IH(k^ft (xii) 9 . 



